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(54) SPARINGLY WATER-SOLUBLE MEDICINAL COMPOSITION IMPROVED IN SOLUBILITY 

(57)Abstract: 

PURPOSE: To obtain a pharmaceutical for injection, containing a sparingly water- soluble 
medicine, cyclodextrin and a prescribed amount of a water-soluble organic solvent and excellent 
in water solubility and stability with low toxicity. 

CONSTITUTION: The objective composition comprises (A) a sparingly water-soluble medicine 
selected from an antiinflammatory agent, an analgesic agent, a tranquilizer, a sedative, an 
antitumor agent, antifungal agent, antibiotic substance, an antihyperlipemic agent and a 
fumagillol derivative, (B) cyclodextrin such as dihydroxypropyl- & -cyclodextrin or maltosyl- 0 - 
cyclodextrin [used in an amount of 1.2-2.5 times expressed in terms of molar ratio based on the 
ingredient (A)] and (C) 0.1-1 0wt.%, preferably 0.1-3wt% water-soluble organic solvent such as 
ethanol. 
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VO. 1-1 OSfi%W7KjS1±*8lj§«l^#*-r-5EI6 
fBffifiHGl. 

[»#« 2 ] t»5fe-Cfc«.l»*3S 1 EE«<Bfflfi£1&. 
[H#ig 3 ] *SgttW«S«<D**< 0.1-3 fifi% 

tot p^+x k u >tro«[-&i*fc-5LNi*-t^.$^ 

*aiS*JiiSEe<B«fljdi1$!i„ 
aiitJftJS i ffitto>iflfiE«. 

tf;i — £ S "J K->;u- 0 - 

•>9af+7 h 'J >-efc-5H*iS 1 Ki£©fflfiEfe„ 
CH*«8] a3t^fc*IS*«2g2«OTl8j£!B!U 
[IS*3S9] :77*n-;uBt3M*. *?S14*r8l;gSls 20 

[W#J1 1 o ] H*iS1±lil^a)*jStt*«jS««}gjS b 

Tfzm*.mtiLm®>b *so p^+x k u >t ©«^f*©§* 

[000 1] 

mats&tf*o>m.m.iim~M-tz>* «fcys¥L<i±. 30 

[0 0 0 2] 

[«*<*>&«] ji^KSSttlSIISJCOv^P^X MJ>^© 
«^{*£fcl*S&{*£^jrf LTf*. & 

^*Stej8-T'5*i£ • ^PXS (M. Kurozum 40 
i) Chem. Pharra. Bull. , 2 3, 1421(19 
7 5)] . [9-1' • (Y. Nakai) 

"a. Chem. Pharm. Bui I. , 26, 2419(197 

8)] *if*<&s 0 la^U c*tf,aj^-e^t)ti.^8t 
*581±3iiB3 <fc p T*X K 'J ><t roa^i*©?! «ttl± 
**USA*Kl*t.©-ef«t< . i£tHMl=»S-r«l=f±3M| 
tt*<^+»-Cj5-5. *fct#i:L-C. HfelCDSSttA^ 

[0 0 O 3] 

mmzmskuz^b+zmmi m*fg&m®io)&mi$. so 



-c. &mmmm~mf8-5imti:&i£to&m&?%zbtzj)i 

[0 0 0 4] 

fctolc-SiSBfSE^ffofc. *©*S3L ttTKjtttoaH*!^ 
*$Ste*Tffi?&&KS£fiS U -75. yfPf*7hy^ 
^flJ7KSttWlijSJg<DjSjSl-v^P^ 
xt->)t'7K.mm$&*lz% 1 lja1rZ>b. ft b LT 

5#&j3«fctf;>K£ »<t *1i-g5fef-4 C b \Z «fc o Tt»3lM*© 

mm.to$:&z>zbtfv$z>. z<Dmz,HtztatfLm*&< 

©ft«T?#£;h.Sfflj£&£tt:$£-r-5i: 3-5 OtetiSl^ 

f+xi-u is$&1R-rz>b* ! £mti;mVa£&J£<feZ& 
Zb &n.l^t£ L C (OSES*) £S5fit Lfc„ 
[00 0 5] -rft^*,. *JB«li, HzKitteiSUfcu 

tt!ig18!U vfDmMJVfcWO.I-IOli 
#*L<l±0. 1 ~3fift%<D7k5S14WtiJg^t, 

Wk^^mnb^o Df+^ h "J >Ot»3fctt1t^ 

[000 6] **^-Cfflu^>lt7kjgttSlfei:(i**fcl* 
Hffij«l=*f-r -5jS«SA< 1 % (w/v) KlTfl)3l?«!l^Si* 

fc. 7kJStt*«fgJg(rlii %(w/v)6l±0)it(gS$to 

a. ts^J. «tm«#j. mKMa. ta*«m. &;siiiia 

ffl^^fS 7^^P-;USI3ltt:A<**^<7)affllcl±®S 
T*fc-5 0 7^P-;ug!3M*:,b UTIi-flftiC 
[0 0 0 7] 

[<bi] 



CH 2 B 2 




(I) 



A — R 4 



(3) ^§3^05-178765 



[0 0 0 8] R 1 li7kH££. R 2 li/\P>f>. N 

(0)mR5R6, N + R5r6r7-X". S (0)nR5£fzliS 
+ rsr6 • x-ca*. R5. R 6 fcctt/R 7 li^tt^gg| 

g£*r lt l^t ti* i^«Mb**»t l < te&mm&z . 

*LTl*T**l\, *fcf*RlfcR*t-eH 10 

(±<f V^JI'tt&FU AI*0*fcl4NR««CiK R 8 

L<it7'j-iu»i*t. >e»u R 4 i**sst. 

£ * L T l*T t, * L^«ft**»* fi@&S * * L T LN 
[0009] ±f5~jfi^(I)+, R2"C?^**i^/\p/f 

*. ** = R 1 fcR 2 feiSt&***"ri:*ttX/K^rS/ai« 20 

[0010] rs. R 6 *fciiR 7 -e^**i^g^S^ 
tt*L i-e«>r;u*iHK«. > 

7'jJk ^f;u7'j;k 3-^t--;u. 

2 -^>^-;u, 4 -'O^- ju n 5-^^r-bxjUTi 

if), KSJS2-6fl)7;i/+-;uS(«l, x^x;u s ^p 30 

2-?TZs- i 3-^T>-2--r 
ju. i — / <>5 L >— 3 — -ou* 3-K>^>-i--r 

^> 4~K>5 t >-2— <;U. 3-^v>- 1 — (JV 

t£iz). «M3-6©^p7^jHM, v$n^ 
p tf;u. v^p^fik v^P'Of/k v^p^v 

;u % i/^p^^-r-^u, v^p^-fe-Jk v 
^P^+I^XXjUfca. gf»7-13(D77i^ 

oa)7'J-^S(fl, ^xx;u. 40 

[ooii] rs. R 6 *fci*R 7 -e^*tv^g»S^W 

^(«. a*s ~4«t?5*fcit 

6JMHRaS(flk 2-?'J;t^ 2 -^x-;u, 4 

T!/Uik 4— <5$VU;U. 4-eUv;k 1,3,4 

-f7v7 7-;i/- 2 --ou, Th^^/yjwtiDttif 
MW&jh*. EttSStaSfi. KMHF04kl::i~3fl 

T*,cfcl>5*fcte6&a(«L ^>-tf>. e-Jy>, > 50 



*n^**>tt£)±ia*LT2atti8*a»(«L s- 

I*. 

[0012] R5tR6fc^i»ft-r«a*HT-t*iz»a 

i ~3flo>'s^PfiS : F («L ■*» K*. * 

^■e^r**^4-7jiaa>«*jwia(«. tfp 

«tLTii. mmifr+ni&iz 1 -3^icd^^ph^ <«, 
a*, BEnaif) ^^-et>TtcfcL>4-7aa 

aMMUUKftk n- h^fc KPft7i>- 1 — f 

[0 0 13] R5&R6&tfR|ttr«B*n7-^«:ttttft 
<h #k\ztef£ L X 1<X t <fc l^a**fc fi#«5HM3l 
ai±5*fcl±6jia(«L t'JvX If 9 5? 

T2attfB^B*(flL -fv-r>Ku>-2-^;k 2 

-^V*yjJk 1,3-5tKP^;[c]ft7i> 
-2--OU % 2, 3-vtKP^>y[b]ft7i>-1 
— 3,4-vtKP-1 H-2-K>*;tf7>- 
2 --OU N 3, 4-vt KP-2H- 1 —'<> % S\£?> 
-1 OU. 1,2,4,5-f h7tKP-3-^>7 

fie>-3-^jk 1 . 3 -i?t KPfxy [3, 4- 
c] t°U^>-2-Y;U. 5, 7-yt KPfxy [3, 4 

-b]fcf^s;>-6--Ol^ 5, 7 -vt Knfx; [3, 

4 -d] eu 6 — < ftif ur t^r 

[0 0 1 4] R8-C^**L^tt»SSWLTl^Tt,ckl> 

6<D7VU*;uS(0ik x^;u s t B ;k -fv 

^nt';k -f v^ju % sec-zJ^u. 

R 8 T^*^l4iM^LTLNttcfc^7U~ J IUSO 

[OO 15] R 4 "C^^tl^>SiftS$-^" LTL^T t J: 
«ft*K*tltli, ±ELfcR 5 , R 6 fccfct/R 7 T^ 

^T^xjUSCD ^ # L L> 0 R 4 V 

i^r^j:^7JU*y -r;u. 7P^;k «mJB^;u^x 
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[0 0 16] ±KLfc1B«Ut£*LTlvC4,J:lN7JUa 

;u*»y -(Jis&m. T-fe^JU. zfutf*- 

;u. v:7a tf:*-;u. ^u;u. 'O^y^ju. ^ 

t p ^u£a>:r p ^juSi: lti±. &fft»7~i 
i a>r p-ou&(#i. <o*J-< ;u. i h>r;u. 2 10 

2-3?a-<;u. 2-T-y-f;u. -fv-3f 

l x t U ~jux;u7h~;us<07 p U — ;ux;u7fx - ;us i: Lt 
li. «*«6-i oa)7U- JU*;U7tx-;uS(0!k -<> 

;ux;u;t>x;uft if) ^ ^A^if f»n^> o 20 
[0017] M^ftS^WLTL^T^,«fcL^T;^+;^x;^7^^ 
-;uSor;u4r;ux;u7n-;uS<t LTfi. Btmsi —6 

;u;uu*-;uftif)ftifA<i*if iMJf Lt 

L r L^T t cfc ^ t U -~;u^-^r v ^3 ;utP— t U 
-;u^-^v^;u7K-;uS^ LTli. kdt 30 

> * ;u#-juft if) ft if &*i £ 0 

[00 18] R*. R6^fcliR 7 -C^**L^^-*t^tLM 
5 <tR6^*<Bffi^Sa*IS^*fc(±tt«lS^i:*(^fi6 

t> cfc L^ffi«r ;u*;u**fcttr — fc £ t/ r 4 t? 

£ £ *r l r i>r * «fc 1*7 v;ua (:r;ua y 

jus. tp-ouS. «mss*;u^-;uS. a;u/^E-ou 

+;ux;u*x;u& s r;u=i*S/a;u 

ftfiMlCI -3<i(75S^S*^LTlNT*cfct>o 

[001 9] KM&£i:LTii. #tJitfici-6 

x^;u. ^pe;u. <v?nt 8 ;k ^ 

^;u. ^i^uftifh C2-6 7J^-;H(«n, tfx 50 



ftif). C2-6 7)\,*r-)\,g>m. x^-;u. ^p/<;^ 
;k 2-:^>- 1 3 -^^>- 2 — r;u. 1 
-'O^ju- 3 ->f 3 — 1 -^;u N 4- 

ou> 3-"n^>>- 1 --ouftif). 
C3-6 i/^P7;^S(ffl, v^P^aeik i/^P^ 

V^P^>f;k v{7PA^yj^a, C3-6 

^P7^-;i/S(M, v^p^t-;u. y^p^f 

if). C6-10 T'J-JU&ttW. :?x-;u. -^^^;uft 
if). rsy. ^yci-e 7;i/^75yS(«l, y^;u 
75^, x^juT^y . -< v^pe;i/7 5y ftif). s; 
en 7;i/+ji/7sySffl, vVf;u7sy, yifji, 

7=-y ftif). Tvh\ -hP, AP>f>(«, :7^m. 
*3R. £:S§. a^Siftif). t KP^rvJk Ci-4 7il/3 

+vi(ffl, y h^v. xK^i>ftif), ce-io 7U-;i, 
^-+->S(«i. 7ny+k t7fmj/fta» c 
h 7j^iif tstfls y^^u^ 1 ^-. xf^ft, ^p 
e;u^^-ft«. ce-io 7'J-m«(fl, ^x-;u^ 
?f-. ^^u^ftif). v7/, ^;u/^-f;uS. * 

;i/7t?^v;uS. C1-4 7 )\,^*cis± )\,&m. > h 

^v*;utP-;u. x h^v*;U/Px;uft^). C7-11 t 

v*;u?Px;ufti:) % *;u^i>-ci-4 7Jb=i*vS 
(CO. *;^v> h+v, 2~^;utK^vx h^vft 
if), ci-s 7JU*y-f;m(«, *;us;u. T-b^u. 

^^ity-fjuftif). C7-11 TP-<;uS(i5!l. ^> 
V^ou. i--^^h-f;u. 2-^-^ K-f;uftif). c 
6-10 7U- ;ux;u*— ;uS«5»J. 'O-tf >x;ut^^;u. 
1-t7f;^ltxx;k 2 -t7fJU7;ktNx;u^ 

if), ci-6 rju*;ux;u^-r — ;ufi{«. y^;ux;u^ 
-r-Jk xf ;ux;i/7-r — ;uftif) v ce-io T" 1 ;— 

J\,7.)\,Z>* x;u, 2~^^5 1 ;UX;U^<<x i ;uftif), c 

1-6 T;u+;ux;u7nx;us««. > ^;ux;U/tvx;u % 

;U*;U*;=jUft^). /sfPl^(i, B*. »*. fflU 
<C«*r-4«t?5*fcl*6|l«*a»(« % 2-^ 
U;U. 2-^x-;u % 4-f77^k 4-<5^yU 
4-e'JyJk 1,3, 4-f7v7!/--/l/-2 — ( 

1 -y ^;u- 5--T h^i/u^uftif). ^fpjs^ 
(«. gf, H*. ««ftif)« 1 ~4«#t;5*fcii6 
»**«*;u^-;HI(«. 2-Z7P-OU. 2-^y-r 
;u. -=i^-;u. -< vxzj^-zijuftif). /\fpif 
(«. S«. «[Hftif)£ 1 -4fi^t;5*fcli6 

ftama^^-«(«!. 4-euvm, 2-trusv 
1 . 3. 4-^rs?7 , *y— ju-2 — r;u^^-. 1 
-y ^>u-s-^ h^!/'j;u^ftif)ftif36^if c, 
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^3j-*;u/*e-f;u». * L < (ixju^r^-OuSli 
;i,e^7v>- 1 — < ^eo&oU. mmm+nmiz 10 

^-CL^T*J:^4-7JiaM*IWia«C4f] &Mf& 
[0 0 2 0] *fc % R*. R6*fcl4R7^S*t4^*L 

jg*;u^-;uS> fciu/^e-ou** f^aju/^E-ou 

r'J— ;ux;UTtx-;ug. t;u+;u^;u*-;uS. x 
a^t^-Ou** Tiua*i/*ju*— JU»*fci*TU — 

[0021] tt«ifc*£LTI±±J&Lfcc:£a?Ci-6 7 
;u^;u^. C2-6 r;u^— C2-6t;u+~;uS. c 

6-10 tu—ju*, 7syS, 7^+;u7sy 

[0025] m^zmi-o fls*ft(i)*<»T-ni=iitt« 
(flu. 7sa ^yfia^+^sy, ^isarju* 

stoi, *i«K<ta«s. mmmt<Di&. m&&*tzit 40 

Btt75yBt©«&^iuc,*i5 e :*ibMSS 

MJ>^JU7S>. h'Jxf^7S>, f'JvX 
tf3'J>, N,N-y^jUfU>i?75X x£ 
/-JI.7SX yX^y-iU7S>, KUXtKP+v 



ap^X t KP*v;i/S, CH7Jl/3^vS, C 

6-10 7U- ;u5j-+vS. ch 7;i*ii/f C6-10 
v;uS. ch 7;ua^v*uu7£-ju2L 07-11 — 

X« Cl-6 T^U^y -<JUS. C7-11 7P-<^Ss C6-10 

7'J- jux;u*-juS. ci-6 7;i/^i/XJ^<-ii/ 
C6-10 7 , ;--/uxjU7<-;i/S, ch 7;i/+;i/X 

;Mx-;u£. 5 *fcfi 6 A«fSiBSa. 5*f-ti:6M«Si 
[0 0 2 2] X-*r?^^tt^*^>^— 7 — 3*->fc Lt 

it. «A«/\nyw3|-><flL 3— K-fS-> % ^PA 

^oMt>*a, esn>r^->. u>a-f* 

— h-f:*->* >*>X;u:7x— h-f:*->. p-MJJUX 

U— h-fy*->. 7 1/1- K-f ^Vb" K-T + 

[0 0 2 3] ft*»(I)l*»TrtfC^JF*i£>tt»%** 

[0 O 2 4] 
[ft 2] 

7;btPB8, vo-^a. ^v— ;ua. 7U-f 

>^>x;U/tN>a. ^<>-tf>x;u7tx>a. p- h 

7^>a. yji/*5>aa^fflL\6#i«. citiba)^ 

t<Dffi. ^Stt7 s y Ki: 0)*) lift^ ( 1 ) ©EM 

ta>i& % m&Mt<Dte. Stt7sy»ta)ffi)i±^ 
(i)©tM*a)7 5ys, ^yM/^^sy 

yfi«7^7 5y8, tg*E«»S&d:t^ 
[00 2 6] ft*»(i)3^#^rtics;««7;u* 

t»lCTJ^Uft$*tr4«T> ; E-3l-*(«. h'J>^ 
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^ls$-7-*^>t LTI*flriE<DX-T?^Lfc*^>* 

<b#*< I ) IZjfcl^T I*. Rl £ R2 t T-*S£^£^-r*V 
R'^I-eR^^NfOlmRSR 6 , N + R 5 R 6 R 7 ■ X". 
S (0)nR5*fc(is + R5R6 . X"tfe5Ci:)!)^ L 

<. «t y^its + R5R6 . x-T-R5*$j:xtRStfmit*m 

[0 0 2 7] -«5£(I )T?«**LS^ia*fcl±-t<7)ffi 
I*. «±»0)*«-r £ ? U > (f umagi 1 1 i n) (DADTktt 
(BMtti^v^p— ;u(fumagi I lol) [£— ^<;u. •x-r— ■ 
xx(Tarbel I. D. S. ) i/v — ^"^U 1t~3 7^ 
U*> *T*.1i)V V»-fxf-f (J. Am. Chem. So 
C. ) 8_3 % 3 0 9 6(1 9 6 1 )] LTffll* 

*tf±»*WttJII*. RJflmfUIMl3 5 9,03 6 

RMmturai 357,06 1^ RMmt turn* 

3 5 4.7 8 7#feif(cSaafZlStt**LTU>*o -<D« 

fc<b£fe(i)<B#*Ll^<&£ LTI±. ft\z^ 6-o- 
(N-^aPT-tr^Jl^U/^-OU) — ;u % 6 or 

-(N ? -^PPT-fe^U^U-f K)-6-fV+v77 

CH 2 0B M 




V) - 2 ~ ( 1 , 2 -X/tf*i>- 1 , 5 4 
-fe-;u)-i -(1,3 -vt K^>y(C)^/J-^x>- 

2--r'j^)-3-> h+vv^p^-tfy-;u^pu 

[0 0 2 8] «#£5£&]<h Ltli, vT4f/<A. P^-tf 

li. -yj-fe^^;ue>. 7>^*>v>S [J. Antibio 
tics, 3 8, 8 7 7-8 8 5 (1 9 8 5)]. Z>)V?-}-*J-~ 
JVmtfm\fk>tl&o tii±®mtLXl*. ^^7tf7A^ 

P^-f^U— AL-294 [Chem. Pharm. Bul 
I.. 38. 2792-2796 (199 0) ] &<!:ri<3£ 

$VT-fe'J>. S^VU^T-tfA. >>fXhP- ;U 
KK. ^37xi?e>. --bPi'JX <7"h^P^x>, 
^-^P^-fe>. yi7P7it^^, >T ^^P^x>. ^ 

[0 0 2 9] ifciBWrJBl^S/^n-T 5 ** hU ><tl*6 
-1 2^CD^U=3-X«fi^b^^HS«7hU^afc^l/ 
20 ^0)^3-^0)2, 3, 6Gta)7KK&<0— §Ufe^tM*-r 

[O 0 3 O] 
[<b3] 



(n) 



[003 1] [5**. Xl*6~1 2Sl£t-5g»J, R 
9 . R 10 fc<fcL^R 1 Miffl^<7)ijtyigL*e*-Cf53~*fc 

vT;U^US. yt KP*v7;^l/S, *;U7p*v7' 

*lf£*u <fcya(*WI^(iof-CyD(x=6) s 0-Cy 
D(x=7h r-CyD (x=8). £~CyD(x=9)3?fc 40 

[0032] R9-R 11 -e^*n^r;u^;uS<t lt 

KP^V>f;k 2-tKP+vlfJk 2-tKP^r 

v^pearoty t Kp+v-ch tvu*;uSj&<. 

vt KP + v7^S(i: LTI*. ffl^Llfvt Kp*v 

2,2-vtKP^rvXf;k y t 
PtfWOyt Kp^S/-ci-4 t;u^;uSA<. *;utP 

+v7^H<!: LTIi. ^*.l£*j;U7t^v'y ^JU. 2 50 



/ 

[0 0 3 3] Z*lbfl)v^ Pf+X h 'J >li 1 IS-Ct 

ib-e i -5<&^e;u*<»^l^o i . 2-2. 5fS^;uA<£ 

LL> 0 ®5fe-r^^5£<t LT(iae$£Jt. &^L>[±3SJEe; 

< t<D tz to ic aaiistttt«-r «atttt« ft « t> aansxE 



(7) 



#Bfi¥05-1 78765 



[0034] *mBji-em^*iz>7i<.mi&fmmm±LT 

®*-r§©i*Bsn?fcy, tajftft* i o%(fis)jiiT*< 
t -r a fc «> r= m& t l. t x tjitji n -;u 

— ;ua>«f=, #>ix.ii, >^i/7;i.3-jk -fv^ntfju 
r-tr h- h y k y s?* 

roo3 5] *fSKrosafiS:!ia<Dajt^i±. it*sst£2S 

(10~3 5°C)T7. MmzitCX 6 0 0 C*-CIZ5taigLT 
Sl0~8Oml. #£L< l±2 0~4 0m|-efc* 0 — 

h'J VlglcStLT. S?£l~5 0mL 
»*L<lt5~1 5mlT?fc* 0 C05||fei©*jgtt 

*<&&*c:a.*ir*--&. dt^x h y £j3Sin 

x hy>*&&£to;MSlf S«t£B£fcS&<bfc-5. jgjfc 

[0 0 3 6] c^t,ro^izfie-3ri#p.tifct»*i*^< 



*i-S)t»5t5i±ffi;^izito-caitS#Jima)S-§-»J. m*. 

10 is. pk. mm. 8St?<o*sMfi^ifes^i±ss^ifi 

[0 0 3 7] **BJtDt»3Sl±ffiStt-CSLx3ia^ffl^ 

-aay*5EiBrot»*^ii«i . omg~5. og. » 

* L < I* 5 Omg~ 2 . O g$attg-§--r -So 
. [O O 3 8] 

6-0-(N-^PP 7tf ^A^/it-r^) 7"7^fP — 

(fclT\ <b^fj5A<hl^5.) 1 O omgjif ;i/7^3 
— ;U4ml Izjgjg L» COTJgjfc <t l±»]|z-7;u h ->;u- j3 - 
•>i?Of*X h'J>(G2^ CD)(D7 2 6ni6«b*'«aA: 
G2/S CD = 1 : 2 (^;m:))$*1 5ml icSS Lt=„ x 

c.*i.fcjSjS^aigte<gLrl»*t L/=„ t»5^l OOmglr 
30 7k1ml^*DxT*«6B^ro«g-j§j$^^fc 0 ^jJecd 
MiLt. G2 0 C DOT 7 2 6mg^ 1 OnilOTTKlejSS 

C*llZ^ifeA^ 1 0 OmgiJD?U 2 5°C-CgJf$L 
fc. 2 2 /;ra(D7^;i<$-t?iiSLfc. -L 

SB. ^)-j§jai5iaifeOTj§j8[*<0<b^ASH P LC 

(S]i:^;i,itt?fl^b^!felA<bG2^ CD<D2 5°cicteit-5 
J: Vit&lfa A ©»V<Dia«l}SSg JHPLC 

40 ■C(*jS?OfgSST?l±'S: < J: y iSj»SOT5S<SSA<Sat#-e^ 

•So 

[0 0 3 9] 

[S1] 



**BJ 4 2.0 rag/ml 
ftJfcJfe 3 . 7 
^fel A t G 2 /S CD ©;1^t»* 2.3 
^b-&^IAg?o» 1 . 7 



(8) 



«lffl¥05-1 78765 



[O040] tiMmz 

^Pf*X MJ>(2-HP-£CD)©68 6mg(-(b^ 
»A:2-HP-5CD=1 : 2 (^;H£)) £tK 1 5ml I- 

5fc7 OmglCTKl ml £*DxT**BJOJ$|-j£&£f#fc 0 - 
ffi*©SSt LT. 2-HP-£CD(D6 8 6mg£ 
1 OmKDTKlcjgflSU w*U:Hb^lA£ 1 OOmg£i)D 



10 



it, 2 5°CT?tg#Lfc. 4B#RS]f£0. 2 2 // mOT 37 .<• 

«iA$HPLca-esfiufc. £t.iz. rac^utt-e© 

fcalSAt 2 — HP — jS CDOT2 5 °CI-fcl+^jl^t» 

sit. fines, «2ic^-rigpitg3!)<i#c,^fc„ & 

[0041] 

ii2] 



3 5. 2mg/ml 
2. 6 
2. 3 

1 . 7 



[0042] nmm-\ -r. 

JtK« 1 &J:tf2tfffe*Mfll)|»«j:ftMA^a) [0043] 
S«tt*4 0^lZ2aiB«flF-r«Zfc-CJtttLfc. fc* [S3] 

»A©»#**HP LCa-C36JlLfco «**«3IZ* 20 



<b^«B A <b G2 0 CO (Dm^titt 
it-Sty A £ 2-HP- 0 CD0)ffl*»* 



10 0.6% 
3 9.0 
81.4 



[0044] Hl£#i2 

G2 0 CDj3W2-H P-e CDtit^ACOit^ 



30 



"To 

[O O 4 5] 
[S4] 



1 : 1 



1 : 1 . 5 



1 : 2 



<b^33A<»:G2£ CD 4. 
fcfttt Air 2-HP- 3 CD 4. 

[0 0 4 6] 3l®ffil3 

1 fc«fctf 2 LT«*OS*tt:-C<D»Sfc£- 
KSSLfco COt^, 1 : 1 . 5^;Ult-ef42 5°CT?6 5 
BWHtKHtU 1 : 2^E;UJt-e(42 5°C7:4 2B$Rflfc£tj; 



40 



2 2.1 4 2. Omg/ml 
1 8.3 3 5.2 

[0 0 4 7] 
[«5] 



1 : 1 . 5 
(2 5°C) 



1 : 2 
(2 5°C) 



1 : 2 
(4 Q°C) 



it^^AtG2$ CD 1.3% 
fc*ttA£2-HP-0CD . 0.6% 

[0048] mmm 4 

£U G2 0 CD£^Ttt:R^1 £f^«|::LT«^* 50 



1.4% 1 . 5% 

0.7% - 

[0 0 4 9] 
[*6] 



(9) ftllf]^05-1 78765 



G2 0 C D k<DM&* )\stt 
(Sg«g: G2 BCD) 
vT-tf/^A 1:10 
<7n74?Ls— h 1:10 

[0 0 5 0] ms«i 
ft*#3A0) 1 O Omg^x^-;uT;U=]— ;U4mllc>§SL. 
Z(D»*£l*SJIz0-*/$ PfWMJXU CD) CO 2 
OOmg^TKl 5mllC}§fi?Lfco if;U7^a- JMMEd 

*»**«#TMns*Lfc 0 *&tL&j>««auntM 10 

LTI5rMO>t»3fc<>: Lfc; 

[0051] nmm 2 

ft**A<D 1 0 omg$x^juT;u3— ;u4mifr»»L. 

Ca)»SS«b: !*»]!:: VJU hi>JU- £ -v^Df^X h U > 
(G2 0 CD) (0 7 2 6mg£7k1 SmIlcjgJBLfco x^;u 

[0 0 5 2] SIJSffil3 
ft*1fcA0) 1 0 Omg^X5 L ;U7 r ;U=3— ;U4ralfz?gSL. 
d<0»ja£|*9J|-i?t KP^y^Phf;U-/S-v{7Pf 20 
^XhU>(DHP-^CD)05OOnigj7k1 5ml dig 

[00 5 3] 3IJfiffi|4 

t^tf7AA+-trf;u 0OfngjiT;i/7;u3-;u4 
(flfCD)0)2 0 0nigJ*1 5mllZ?g»Lfco X^JUT^U 

a-ju»ai3*j»as-a»T«in«*Lfc. *#b*ifc?g 
ata«tt«LTHfa©»*fc Lfc„ 30 



>4. Omg/ml 4 7//g/ml 
>4. 3 3 6 

[0 0 5 4] fttfeffl5 
ft##3A0) 1 0 Omg^T-tr h>4mllz?g8?L. C0);g?£ 
<t tt»Jlz-7;u h :>;u£ - *s9 p h "J >(G2 5 c 
D)<7)7 2 6mg*7Kl 5ml|z^SLfco T-b h>;§?8l3 

£»fco 

[0055] mmm e 

ft** A 0)1 o omeST'-te h— hyjU4rallc56»L. C 
(G2 B C D) 0) 7 2 6mg£* 1 5ml Icjgfg Lfco 7t h 

-^y^»*i=*»»*a#T«iina*Lfc«. awns 

[0056] 3gSS0t|7 
ft** AO) 1 O Omg£-f V^Pfcf;i/7il/3- ;U4ml(C}§ 

ft L . <t h v;u- ?-y^p T^x 

hU >(G2 0 CD) 0)7 2 6mg£7k1 5ml fz»ft Lfc» 
Lfc*. aeS£«LBfa<Df»5R$'»fco 

[0057] HJ6«8 
ft**A0) 1 O Omg^x^UTJUa— ;U4mllrJgfl?U 

c 0)5§j$t tt»jic^;ua y;i,-jS-y^p T^x h y > 
(Gi £ CD) 0)6 4 5mg^7Kl 5mllc5S»Lfco x^f;u 
TJUa-;u**lc*}»5(Eta#T»lna*LrBraa>« 
fi£«o£l#fco 



?p> hK-s?©a» 



(51) Int. CI. 5 

A 6 1 K 31/38 
45/08 



47/10 



A A E 
A AH 
ABE 
AD N 
ADU 
ADZ 



7252-4 C 



8415-4C 



F I 



G 7329-4 C 



